The pleiotropic cytokine, interleukin-6 (IL-6), has emerged as a key factor in the biology of aging and the physiology of inflammation. Yet much of what we know about the normal functioning of IL-6 has been generated primarily from research on European populations and Americans of European descent. Our analyses compared IL-6 levels in 382 middle-aged and older Japanese to the values found in 1209 Caucasian-and African-Americans from the Midlife in the United States survey (MIDUS). Across the life span from 30 to 80 years of age, mean IL-6 levels were strikingly lower in Japanese individuals. Significantly lower levels of C-reactive protein (CRP) and fibrinogen (FBG) provided confirmatory evidence for a population difference in proinflammatory activity. Because IL-6 release has been associated with obesity, differences in body mass index (BMI) were taken into consideration. Japanese had the lowest, and African-Americans had the highest overall BMIs, but significant group differences in IL-6 persisted even after BMI was included as a covariate in the analyses. Additional support for distinct variation in IL-6 biology was generated when systemic levels of the soluble receptor for IL-6 (sIL-6r) were evaluated. Serum sIL-6r was higher in Japanese than Americans, but was most notably low in African-Americans. Our cytokine data concur with national differences in the prevalence of age-related illnesses linked to inflammatory physiology, including cardiovascular disease. The findings also highlight the importance of broadening the diversity of people included in population studies of health and aging, especially given the relative paucity of information for some Asian countries and on individuals of Asian heritage living in the US.
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Introduction
Many studies have now documented that old age is associated with a progressive decline in immune competence, which is often first manifested by signs in peripheral circulation of the impending dysregulation in cytokine activity (Bruunsgaard et al., 2001; Papanicolaou et al., 1998; Straub et al., 2000; Sauerwein-Teissl et al., 2000) . Specifically, beginning in middle-aged adults, there may be an incremental rise in several of the proinflammatory cytokines, especially the ubiquitous IL-6 (Ershler and Keller, 2000; Harris et al., 1999; Wei et al., 1993) . Increases in IL-6 have been shown to be a risk factor for a number of age-related illnesses associated with inflammation, including cardiovascular disease, diabetes, and osteoporosis (Loucks et al., 2006; Kristiansen and Mandrup-Pouslsen, 2005; Pradham et al., 2001; Ridker et al., 2000; Tamura et al., 1993; Whooley et al., 2007) . An augmentation of IL-6 in middle-aged and older adults has also been associated with low socioeconomic status (SES), stressful life events, depression, and obesity (Black, 2003; Koster et al., 2006; Petersen et al., 2008; Pollitt et al., 2008) . Thus, it is perhaps not surprising that several studies have reported that IL-6 levels tend to be higher in African-Americans than in Caucasian-Americans, which is then posited as one likely explanation for the racial differences in morbidity and mortality (Gruenewald et al., 2009; Ranjit et al., 2007; Slopen et al., 2010) . However, our knowledge about the extent of population differences in cytokine biology is actually quite limited. The primary goal of the following analyses was to extend
